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IN THE CLAIMS: 

Please cancel claims 1-31. 

Please add the following new claims: 




*^S^ A diagnostic method for indirectly determining the presence of lipidic particles in cell 
membranes from a sample suspected of having anti-lipidic particle antibodies from an 
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ividual suspected of suffering primary antiphospholipid syndrome or a disease 
associated with secondary antiphospholipid syndrome, wherein the presence of said 
lipidic particles in cell membranes allows diagnosis of whether said individual is 
developing an illness associated with the presence of antiphospholipid antibodies though 
said individual do^^not present anti-cardiolipin antibodies, lupus anti-coagulant, anti- 
DNA or anti-nuclear antibodies, comprising: 



a) contacting an antigen haVing lipidic particles with the sample suspected of having anti- 
lipidic particle antibodies frdrn said individual, under conditions effective to permit 
binding of anti-lipidic particle aktibodies present in the sample to the antigen having 
lipidic particles thereby forming a fust mixture; 

b) adding to the first mixture a detectablfe-labeled reagent usefiil for detecting binding of 
anti-lipidic particle antibodies to the antig^ having lipidic particles thereby forming a 
second mixture; 

c) detecting the presence of anti-lipidic particle "^tibodies in the sample bound to the 
antigen having lipidic particles in the second mixture, wherein said detection of anti- 
lipidic particle antibodies bound to the antigens havink lipidic particles is an indirect 
indication of the presence of lipidic particles in cell membWies of said individual; and 

d) correlating the presence of anti-lipidic particle antibodies imdie second mixture with 
immune damage in cell membranes having lipidic particles of saitd individual as one of 
the first events in illness associated with the presence of antiphospm^ipid antibodies. 

33. The method ofcIMm-32^...wherein the antigen having lipidic particles is selected from the 
group consisting of liposomes, eryt&oeyt^s^letikocyt^, plaquettes and neoplastic cells, 
and said antigen is present in one condition splectedTr&m-tiae_^oup consisting of antigen 
bound to solid supports and antigen suspended^ iLan ap p^epriate nie^iT 
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34. The method of cIainr327"^?HieFekiJlie^^ of having anti-Upidic particle 

antibodies is selected from the group consisting..5£serunrai^^ said individual. 

method of claim wherein the detectable-labeled reagent comprises detectable- 
labeled polyvalent anti-human immunoglobulins second antibodies which bind to the 
anti-lipidic particle antibodies. 



The mfetiiod of claim 35, wherein the detectable-labeled anti -human immunoglobulin^ 
second antibodi§"Ss:;Qmprises at least one anti-human immunoglobulin antibody directed 
against at least one humanTnarminoglobulin class, and the presence of anti-lipidic particle 
antibodies is determined ^mie antiB&djc^lected from the group consisting of anti-lipidic 
particles IgG, IgM and IgA antibodies. 
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\he method of claim 32, wherein the detectable-labeled reagent comprises one 
component selected from the group consisting of enzymes and fluorochromes, said 
component being attached to one element selected from the group consisting of 
polyvaleht anti-immunoglobulins, anti-IgG, IgM and IgA immunoglobulin^econd 
antibodies. 

I 

The method of ci^m>3^, wherein the detection of the presence of anti-lipidic particle 
antibodies in the sample from said individual is carried out using a protocol selected from 
the group consisting of ELlSA,.cytofluorometry and immunofluorescence. 



39. A^Siagnostic method for directly determining the presence of lipidic particles in cell 
membranesirTa-sainple of cells suspected of having lipidic particles from an individual 
suspected of suffering pnrJiaj^cantiphospholipid^^syrf^ or a disease associated with 
secondary antiphospholipid syndrom^T^vdagrein^the presence of said lipidic particles in 
cell membranes allows diagnosis of whethe/ saioitidividual is developing an illness 
associated with the presence of antiphospholipid antibodies thouglTsaid individual does 
not present anti-cardiolipin antibodies, lupus anti-coagulant, anti-DNA or airtk^iuclear 
antibodies, comprising: 



28 

y^^contacting said sample of cells suspected of having lipidic particles with at least a 
Vpolyl^onal or monoclonal antibody having anti-Iipidic particle antibodies, under 
conditiOT^s effective to permit binding of lipidic particles contained in the cell sample to 
anti-lipidic\particle antibodies present in polyclonal or monoclonal antibodies thereby 
forming a first mixture; 

b) adding to the^rst mixture a detectable-labeled reagent useful for detecting the binding 
of the anti-lipidic particle antibodies to the lipidic particles thereby forming a second 
mixture; 

c) detecting the preserKSie of lipidic particles in the cell sample bound to polyclonal or 
monoclonal anti-Iipidic particle antibodies in the second mixture, wherein said detection 
of lipidic particles bound to\anti-lipidic particle antibodies is a direct indication of the 
presence of lipidic particles in\ell membranes of said individual; and 

d) correlating the presence of lipidic particles in the cells of the second mixture with 
immune damage in cell membranes of said individual due to anti-lipidic particle 
antibodies produced in said individuals^ one of the first events in illness associated with 
the presence of antiphospholipid antibodi^sy 

40. The method of claim 39, wherein the sampftorcells is selected fi-om the group consisting 
of: microsections of organ tissues, erytprcreyte^^ and plaquettes of said 
individual and neoplastic cells, and said cells are present in one condition selected from 
the group consisting of cells bound to solid supports and cells suspended in an 
appropriate medium. \ 

41. The method of claim 39, wherein the anti-lipidic particle polyclonal antibodies are 
selected fi-om the group consisting of patient serum and immime mimal serum in which 
anti-lipid particle antibodies have been previously detected, and the monoclonal antibody 
is an anti-lipidic particle monoclonal antibody obtained fi-om hybridomas producing anti- 
lipidic particle antibodies. \ 

42. The method of claim 39, wherein the detectable-labeled reagent comprisesNsecond 
antibodies selected from the group consisting of detectable-labeled polyvalent anti-human 



43. 



44. 
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imhmnoglobulin antibodies, animal anti-immunoglobuiin antibodies, anti-IgM antibodies 
and ann^gG antibodies, depending on the class of the monoclonal antibody which binds 
to the anti-iipkiic particle antibodies. 




The method of claim^42, wherein the detectable-labeled anti-immunoglobuiin second 
antibodies comprise at fbast one anti-immunoglobuiin antibody directed against at least 
one immunoglobulin class selected from the group consisting of human immunoglobulin 
class and immune animal imrmmoglobulin class, and the presence of anti-lipidic particle 
antibodies is detemiined as an anubody selected from the group consisting of anti-lipidic 
particle IgG, IgM and IgA antibodies 




The method of claim 39, wherein th\4^tectable-labeled reagent comprises one 
component selected from the group consi^li^Tg^f enzymes and fluorochromes, said 
component being attached to one element sheeted from the group consisting of 
polyvalent anti-immunoglobulins, anti-IgO, IgM\nd IgA immunoglobulin second 
antibodies. 



45. The method of claim 39, wherein the detection of the presence of lipidic particles 
contained in the sample of cells in the second mixture is carried out using a protocol 
selected from the group consisting of ELISA, cytofluorometry and inmiunofluorescence. 



46. kit for use in an assay to indirectly determinq^^^j)resence of lipidic particles in cell 
mernbranes from a sample suspected of having anti-lipidic particle antibodies from an 
individuaKsuspected of suffering primary antiphospholipid syndrome or one disease 
associated withv^condary antiphospholipid syndrome, wherein the presence of said 
lipidic particles in C€J1 membranes allows diagnosis of whether said individual is 
developing an illness assobi^ed with tfie^pEesence of antiphospholipid antibodies though 
said individual does not presents^ti-cardiolipin antibodies, lupus anti-coagulant, anti- 
DNA or anti-nuclear antibodies; comppsmg: 



30 



a>^ indicator reagent comprising an antigen having lipidic particles to be contacted with 
the sahtpk from said individual under conditions effective to permit binding of anti- 
lipidic particl^^aiitibodies present in the sample to the lipidic particles of the antigen; 

b) a buffer solution as^-oiedium to allow effective conditions for the binding of the anti- 
lipidic particle antibodies preseht4n the sample to the lipidic particles of the antigen; and 

c) a detectable-labeled reagent usefinTfor-dstecting the binding of anti-lipidic particle 
antibodies present in the sample to the lipidic particleT^f-tiie-aiiLigen. 



47. The kit of claim 46/ whe^!?F=#^e~a ntipen4iavin^J ipidic particles is selected from the 
group consisting of liposomes, neoplastic^ cells, human erythrocytesTlium^iJmkocytes, 
and human plaquettes. 




i ^T^herein said liposomes have lipidic particles induced with one agent 
selected from the group"c5TTsistkigai£^^ cations and drugs producing lupus in 
humans, and wherein said liposomes are in one conattroft-^sglected from the group 
consisting of liposomes bound to microtiter plates with a high lipidic bmSTng^^jroperty 
and liposomes suspended in an appropriate medium. 

„The kit of claim 47, wherein said neoplastic cells are bound to one support selected from 
the grmip'Cofisisling of micro cover glasses and microtiter plates. 




The kit of claim 47\ wherein said erythrocytes 
in an appropriate met 



es, and plaquettes are suspended 



5 1 . The kit of claim 48, whef^n the^^propiiSe^edium is the buffer solution that allows 
effective conditions for th^inding of the anti-lipidic particle antibodies present in the 
sample to the lipidic particle\of the antigen. 



5 2 . ^'^Fhe4dtirf^ai!Tr46, A\^erein tfae-bu£fer--soiutiQiiJias-a^H4n^^E^^ o f 7 . 0 -tcf^fAT^^ 
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53. ^The kit of claim 46, wherein the sample is selected from the group consisting of serum 
ad plasma of said individual. 

54. The kit o^laim 46, wherein the detectable-labeled reagent comprises detectable-labeled 
polyvalent ahti-human immunoglobulin second antibodies which bind to the anti-lipidic 
particle antibooies. 

55. The kit of claim 54, Vherein the detectable-labeled anti-human immunoglobulin second 
antibodies comprise atJeast one anti-human immunoglobulin antibody directed against 
at least one human inujiunoglobulin class and the presence of anti-lipidic particle 
antibodies is determined ^Itdn antibody selected from the group consisting of anti-lipidic 
particle^gG, IgM and IgA .^itibodies. 

56. The kit of claim 46, wherein th^etectable-labeled reagent comprises one component 
selected from the group consisting of enzymes and fluorochromes, said component being 
attached to one element selected Ifrom the group consisting of polyvalent anti- 
immunoglobulins, anti-IgG, IgM and IgA^imn^ifmoglobulin second antibodies, and where 
the enzyme is selected from the group consi^»g^f alkaline phosphatase and peroxidase, 
and the fluorochrome is selected from the groi^consisting of fluorescein isothiocyanate, 
phycoerythrin, Cy3 and Percp. 

57. The kit of claim 46, further including a blocking solutiok to prevent false positive results 
from occurring when microliter plates are used as a solid support, and at least a sample 
of a reference serum from a healthy individual as a negative control of the reaction with 
the antigen containing lipidic particles. 



58. The kit of claim 46, fixrther including at least an anti-lipidic partiisJe polyclonal or 
monoclonal antibody to be reacted with the antigen having lipidic particles in order to 
confirm whether the anti-lipidic particle antibodies are present or not in said^ample. 
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59. • The^fcit of claim 46, wherein the detection of the presence of anti-lipidic particle 



liposomal-cytofluorometry and cell-cytofliiefometry. 

60. A kfsfor use in an assay to directly determine the presence of lipidic particles in a sample 
of cellssfrom an individual suspected of suffering primary antiphospholipid syndrome or 
one disease associated with secondary antiphospholipid syndrome, wherein the presence 
of said lipidic particles in cell membranes allows diagnosis of whether said individual is 
developing amllness associated with the presence of antiphospholipid antibodies though 
said individualMoes not present anti-cardiolipin antibodies, lupus anti-coagulant, anti- 
DNA or anti-nuclear antibodies, comprising: 

a) an indicator reagent comprising at least a polyclonal or monoclonal antibody having 
anti-lipidic particle antibodies to be contacted with the sample of cells from said 
individual; \ 

b) a buffer solution as a rnedium to allow effective conditions for the binding of the anti- 
lipidic particle antibodies orthe polycloAal orrjoonoclonal antibody to the lipidic particles 
of the cell sample; and \ 

c) a detectable-labeled reagent ui^ml for detecting the binding of anti-lipidic particle 
antibodies to the lipidic particles €^!ih€^ll sample. 

61 . The kit of claim 60, wherein the^salfipleorcells is selected from the group consisting of 
microsections of organ tissues from said individual, neoplastic cells and isolated 
erythrocytes, isolated leukocytes, and plaquetteVirom said individual. 

62. The kit of claim 61, wherein said microsections of organ tissues and the neoplastic cells 
are bound to one support selected from the group consistihg of micro cover glasses and 
micro titer plates. \ 

63. The kit of claim 61, wherein isolated erythrocytes, isolated leukocytes, or plaquettes are 
suspended in an appropriate medium. \ 




.^^om said individuaUs- carried out using the protocol selected 
sting of liposomalrfefcJSAa^ immunofluorescence, 
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64. ^he kit of claim 63, wherein the appropriate medium is the buffer solution that allows 
etftective conditions for the binding of the anti-lipidic particle polyclonal or monoclonal 
£intibViies to the lipidic particles of the cell sample. 

65. The kit ol^claim 60, wherein the buffer solution has a pH in the range of 7.0 to 7.4. 

66. The kit of cl^im 60, wherein the anti-lipidic particle polyclonal antibodies are selected 
from the group c^onsisting of patient serum and immune animal serum in which anti-lipid 
particle antibodiesshave been previously detected, and the monoclonal antibody is an anti- 
lipidic particle monoclonal antibody obtained from hybridomas producing anti-lipidic 
particle antibodies. 

67. The kit of claim 60, whereji\the detectable-labeled reagent comprises second antibodies 
selected from the group Consisting of detectable-labeled polj^alent anti-human 
immunoglobulin antibodies, animal anti-immunoglobulin antibodies, anti-IgM antibodies 
and anti-IgG antibodies, dependink on the class of the monoclonal antibody which bind 
to the anti-lipidic particle antibodies 

68. The kit of claim 67, wherein the d^ui^etSble-labeled anti-immunoglobulin second 
antibodies comprise at least one anti-irfmuL^wy^obulin antibody directed against at least 
one immimoglobulin class selected from the ppup consisting of hxmian immunoglobulin 
class and immune animal immunoglobulin class\and the presence of anti-lipidic particle 
antibodies is determined as an antibody selected fropi the group consisting of anti-lipidic 
particles IgG, IgM and IgA antibodies. 



69. The kit of claim 60, wherein the detectable-labeled reagent comprises one component 
selected from the group consisting of enzymes and fluorochrornes, said component being 
attached to one element selected from the group consisting of polyvalent anti- 
immunoglobulins, anti-IgG, IgM and IgA immunoglobulin second m^ibodies, and where 
the enzyme is selected from the group consisting of alkaline phosphatasi^and peroxidase. 
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^and the fluorochrome is selected from the group consisting of fluorescein isothiocyanate, 
^ycoerythrin, Cy3 and Percp. 

70. The kirof claim 60, further including a blocking solution to prevent false positive results 
from occm^ng when microtiter plates are used as a solid support, and at least a sample 
of a referenceyserum from a healthy individual as a negative control of the reaction with 
the lipidic particles of the cell sample. 

71 . The kit of claim 60,\wherein the detection of the presence of lipidic particles contained 
in the sample of cells from said individual is carried out using a protocol selected from 
the group consisting of cell-ELISA, immunofluorescence and cell-cytofluorometry. 

72. A method for determining the^resence of lipidic particles in a human or animal sample 
of cells, wherein the presenceV>f said lipidic particles in cells is indicative of their 
physiological status, comprising: \ 

a) contacting the sample of cells witlrat least a polyclonal or monoclonal antibody having 
anti-lipidic particle antibodies, under conditions^^ective to permit binding of lipidic 
particles contained in the cell sample to%nti-lipidic particle antibodies present in 
polyclonal or monoclonal antibodies theregyJierming a first mixture; 

b) adding to the first mixture a detectablcTtebgle^eagent usefiil for detecting the binding 
of the anti-lipidic particle antibodies to the lipidk particles thereby forming a second 
mixture; \ 

c) detecting the presence of lipidic particles in the ceil sample bound to polyclonal or 
monoclonal anti-lipidic particle antibodies in the second rmxture, wherein said detection 
of lipidic particles bound to anti-lipidic particle antibodies\is a direct indication of the 
presence of lipidic particles in cell membranes of said cells; and 

d) correlating the presence of lipidic particles in the cell membranes of the cells of the 
second mixture with the physiological status of said cells. \ 



73. 



The method of claim 72, wherein the sample of cells is selected from the gEoup consisting 
of human and animal: microsections of organ tissues, neoplastic cells, etythrocytes, 
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leukocytes, and plaquettes, and said cells are present in one condition selected from the 
groW) consisting of cells bound to solid supports and cells suspended in an appropriate 
medium. 

74. The methocl of claim 72, wherein the anti-lipidic particle polyclonal antibodies are 
selected from ftie group consisting of patient serum and immune animal serum in which 
anti-lipid particleWitibodies have been previously detected, and the monoclonal antibody 
is an anti-lipidic parocle monoclonal antibody obtained from hybridomas producing anti- 
lipidic particle antibooies. 

75. The method of claim 72\wherein the detectable-labeled reagent comprises second 
antibodies selected from the ^oup consisting of detectable-labeled polyvalent anti-human 
immunoglobulin antibodies, animal anti-immunoglobulin antibodies, anti-IgM antibodies 
and anti-IgG antibodies, depending^ on the class of the monoclonal antibody which bind 
to the anti-lipidic particle antibodies^. 

76. The method of claim 75, wherein the detectable-labeled anti-immunoglobulin second 
antibodies comprise at least one anti-imiflunWlobulin antibody directed against at least 
one immunoglobulin class selected from lEe group consisting of human immunoglobulin 
class and immune animal immunoglobulin class, a^d the presence of anti-lipidic particle 
antibodies is determined as an antibody selected from^e group consisting of anti-lipidic 
particle IgG, IgM and IgA antibodies. \ 

77. The method of claim 72, wherein the detectable-labeled reagent comprises one 
component selected from the group consisting of enzymes afeid fluorochromes, said 
component being attached to one element selected from the\group consisting of 
polyvalent anti-immunoglobulins, anti-IgG, IgM and IgA immunoglobulin second 
antibodies. \ 
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78. The method of claim 72, wherein the detection of the presence of lipidic particles 
;^tained in the sample of cells in the second mixture is carried out using a protocol 

ted from the group consisting of cytofluorometry, immunofluorescence and ELISA. 

79. A kit for\ise in an assay to determine the presence of lipidic particles in a human or 
animal sampe of cells, wherein the presence of said lipidic particles in cell membranes 
is indicative orytheir physiological status, comprising: 

a) an indicator reagent comprising at least a polyclonal or monoclonal antibody having 
anti-lipidic particleVntibodies to be contacted with the sample of cells; 

b) a buffer solution as a medium to allow effective conditions for the binding of the anti- 
lipidic particle antibodie\of the polyclonal or monoclonal antibody to the lipidic particles 
of the cell sample; and 

c) a detectable-labeled reag^t useful for detecting the binding of anti-lipidic particle 
antibodies to the lipidic particles of the cell sample. 

80. The kit of claim 79, wherein the san^le of cells is selected from the group consisting of 
human and animal: microsections of organ tissues, neoplastic cells, isolated erythrocytes, 
isolated leukocytes and including plaquettes. 

8 1 . The kit of claim 80, wherein the microsections of human or animal organ tissues and the 
neoplastic cells are bound to one support sdop ted from the group consisting of micro 
cover glasses and microliter plates. 

82. The kit of claim 80, wherein human or animal isolated erythrocytes, leukocytes, or 
plaquettes are suspended in an appropriate medium. 

83. The kit of claim 82, wherein the appropriate medium is the biiffer solution that allows 
effective conditions for the binding of the anti-lipidic particle polyclonal or monoclonal 
antibodies to the lipidic particles of the cell sample. 

84. The kit of claim 79, wherein the buffer solution has a pH in the range of 7.(3^0 7,4. 
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85. TWsJcit of claim 79, wherein the anti-lipidic particle polyclonal antibodies are selected 
from t^e group consisting of patient serum and immune animal serum in which anti-lipid 
particle aif^tibodies have been previously detected, and the monoclonal antibody is an anti- 
lipidic partrde monoclonal antibody obtained from hybridomas producing anti-lipidic 
particle antibodies. 

86. The kit of claim 79Wherein the detectable-labeled reagent comprises second antibodies 
selected from the group consisting of detectable-labeled polyvalent anti-human 
immunoglobulin antibodies, animal anti-immunoglobulin antibodies, anti-IgM 
antibodies and anti-IgG aktibodies, depending on the class of the monoclonal antibody 
which bind to the anti-lipidic particle antibodies. 

87. The kit of claim 86, whereiA the detectable-labeled anti-immunoglobulin second 
antibodies comprise at least one aWi-immunoglobulin antibody directed against at least 
one immunoglobulin class selected from the group consisting of human immunoglobulin 
class and immune animal unmunoglobulin class, and the presence of anti-lipidic particle 
antibodies is determined as an antibody Sielectedgiu^ the group consisting of anti-lipidic 
particle IgG, IgM and IgA antibodies. \ / 

88. The kit of claim 79, wherein the detect^olejiifeeted reagent comprises one component 
selected from the group consisting of enzymes and fluorochromes, said component being 
attached to one element selected from the group consisting of polyvalent anti- 
immunoglobulins, anti-IgG, IgM and IgA immunoglobulin second antibodies, and where 
the enzyme is selected from the group consisting of alkaline phosphatase and peroxidase, 
and the fluorochrome is selected from the group consisting of fluorescein isothiocyanate, 
phycoerythrin, Cy3 and Percp. \ 

89. The kit of claim 79, fiirther including a blocking solution to prevent false positive results 
from occurring when microtiter plates are used as a solid support, md at least a sample 
of a reference serum from a healthy individual as a negative control orihc reaction with 
the lipidic particles of the cell sample. \ 
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90. 



The^ 



laii Ti^79, where in the detectiop-of the presence of lipidic particles contained 



in the sample of cells in the seconS 



3 d out u smg-a ^rotocol selected from 



the group consisting of cell-ELISA, immimofluorescence and cell-cytofluorometry. 



